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Doar Trasy:

I shall try to answer sm of the questions raised in
your latter in same orders

Pirstly, I cannot givwe you, with any degree of certainty,
Lindegren'a stand an $ho cytogens hypothesls since it waries
from one day $° the mxte All I do Xmow is thils, that In the
discussgicns tust I hoard, he postulatss that the non=Mendellan
results can te oxplainod by a geno~to-gene transfer, that 1s to
2ay, fram the posit iw to thio nogative loouss As a matter of
faot he has » paper in press on tmt, 1 40 not mow whon 1t ia

ooming out,

AS far as my own stitude ls comerned, I have stated
putllocly, toth 1ln Stockholm sad at (zfard, thot the plssmageme
hypothasis whish 1 propesed st Cold 3pring Dartor last jyear ls
ttill the ona racst acosplabls 3o the data at hande Insofar as

the melidloss case lg acmwernoad, 1% sogns to me neocvasary %0
reserve judgment m its significance for several reasons (and
these I have 2180 atated putlicly)e

11 It is guite evident that thore are factors otler
than sutatrate whilch Infiuvonco tlo transmisalon of o ¢:aractor and
mtil theso other faotors are dolineated, it wiil not te possitle
t0 exert adequate smmtrol ower the phencrens.  Exper imentally,
this ls what we are trying to do at presaent.

¥

2} 7The second reoason ls not unconmmoted with the first
tut ie an important one to noto, Lven im the so-calldd "good”
pedigrees those nop-ilendelisn phenomema orop up with wrying
frequencye. It 1s obvious thwrefore that it 13 extremaly 4irfioult
under such onditions t0 set up an adequate contrel In an exper imerk
designad to test the effect o any sutstanse or condit ion on
Mendelian Inhwritances Tho fact that nmm-ilendelian results are
ottained cannot Lo takon as ovidence that the substancs or condition
teing tosted 18 affeoting tro transnission mechanism In the
atgenoe of a truly exhaustive get of gamtrols, Here again, it is
olear that only w'en wo know and can control the factcors which
underly thege peouliar results will we te atle to draw any definite



oonclusions as to the nature of the phonomena. In othor words,

my attitnde is that the meliblose exporimants cannot te accepted
as aonolusive evidenae for the existenca of plasmagenes although
tay sugsest that ome should look in tidas direotion for the oausal
agent .

With reference to the last poijt you ralsed, thas is to
8qy, My "distinotive comtritution® to the tisory and to the
evidenas for its As I have Indionted in my disoussion of 1t (Bee
for example the Cold Spring Harbtor paper ) I certainly do not take
any aredit for tls term or the c noept of plasmagenes, 1 have
talked this wewy problem over with Darlington and he also agreocs
that the plagmageno conaopt 18 a vory old one which has teen
xioking arourd the biclogidal litcratume for gquite come $ime ald
that none of us can ¢lalm oredit In any way for invoking 1t
Howevor, aotually thore 18, as lar as 1 know, no well=defined theory
0f plasmagoness Thelr existence 1.as beon postulated at vardous
$imas by Al ¢fo-ont people to explalin a whole host of apparewSly
unoomneoted phenomenn wiich cannot t¢ emsompassed within tho usual
clagsical MYendellan comoept of 0% tie cone ls, and what 1t does,
snd how 18 doaas it,

Italieve tta I have propoasd, nntaa plagmigens theory
tut a theory of gene a0t lon which involwe plasmagenede IS8 4iffors
in several resncote from nrevious disousseione whiloh have made
mention of plsemagenes nnd thelr propertiss, In my instance, the
noeed for poatulating tw existence of o unit lilke $the plasmazpne .
arose fran the study of $he normel predesses {nuvolved in the formatlm
of enaymes. The oritical abtftktdnne totweon the plasmspene concept
whiloh I have used from ctherg thae I wva soon, 16 that In my Sieory -
of gene action vhlash I proposed at Cold Spring "arbor, the plesmagene
ie not a specinl or wnigue or isol ted eytoplasmic cauponent in the
- songe that it is ontside tha normal physliolozical procesgses. On
tre ommtrary, it is assumed $0 be amtdztalral part of the enzyme=-
synthosizing cystem anilie presumed to be &lm pomuzl link by meane
of wiloh genes can effeet cuntrol over protgin jermation in the
oytoplasm,

i

™is =zme theory permlts ue t 0 understand the role of
substrates in modifyling Shayemijmatiesditaibtaug ion of cells, As
%o tie avidenoe that our work has provided <or the “"plasmsgene
thoory of geno aation®y I tuiuk the following oan Le clteds 1} shat
enayme formoticn in the oytoplauam 1s Inherently autosynthetlo
an the grounds oi the klnatlos oi ensyma synthesisy 2) that
enzyme formsk lin lavolves a type of gampetitdwe Interastion which le
to be axpeated from oompot ing, sel f-~duplicating uniss; 3) an
cxp’rimmtal oon{irmat ion of two conssquenges of this hypothesis,
one involving the formt lon of ensyme in the absenoe of substrate
utilization which we have sucaeeded In dolnz in $w0 4 ifforant ways
and, segond, $he formatlon of enayme in the absense of subetrate or
analog by mininizing the sevority of the ompetitive interaction
in the oytdplasm, ‘



fo summarize then, I would sagy that if I have made
any "distinotive comtributioms™, it has toen to imaorpaxrate
the plasmagene into a wall-definad theory of gone aotion which
is guffiolent ly detallod %o permit adegiate dosorimt iom of how
gones oan conrol enzymatic comstitut m in the gytoplaams
Thia same theory pernmite us to understarl how othor sustrates
and omdltions whioh we have exper imontally tosted can modify
$le 1= ture of tuls control and epecifioally, how substrate
oan ovike the homologous enzymatic aotivity.

Finally, 1 should like t0 emphasize $)at these points
whloh I have madd involve ¢ nolusions and facts whiah ara
indepondsnt ~ " the melitioee case,

I hope thils statement le wh# you are looking fore
I am not partloulerly comcerned abtout oredi$ and serSainly do not
want @y whioh I do not desorvo, If this helpe xeep tha facts
stralght, then uy % ime was well epent.

1 an looking Fomvard eagorly $o sseaing you durlng your
visit to %. loulas I do mot think 1 shall be able %0 zet ous
to Oolumkia as we lave a new arrival at home (a girl tiis time),
and I lave to stay o0loso $9 houe tase for a whlle.

dingerely yvurs,

3, Bpiese Lnan

s/t



